pomalidomide or DMSO. IL-2 in the supernatant was measured with a mouse IL-2 (M2000) or human IL-2 (D2050) Quantikine ELISA Kit (R&D Technologies, Minneapolis, MN, USA) after 14 or 24 hours of incubation at 37 oC, 5% CO2.
Colons from mice treated with 3% DSS + IMiDs were cultured at 37°C, 5% CO2 for 24h in 500 µL RPMI-1640 containing 100 U/mL penicillin, and 100 μg/mL streptomycin.
Cytokine levels in tissue culture supernatants was measured as per the manufacturer's instructions: TNF-(MTA00B), IL-6(M6000B), IL-1 (MLB00C) was measured using the quantikine ELISA kit (R&D Technologies, Minneapolis, MN, USA).
Western Blots. Cells were lysed in RIPA buffer (Nacalai Tesque), diluted with SDS (Nacalai Tesque) and SDS-PAGE analysis was done. Blots were developed using a chemiluminescent detection system (ECL, PerkinElmer) and images were taken by an Image Quant LAS500 (GE Healthcare). b-actin was used as loading controls. Cereblon antibody(71810S), anti-Ikaros (5443S), anti-CK-1a(2655S), anti-b-actin (12620S) were purchased from Cell Signaling Technology.
DSS colitis.
Colitis was induced by administering 3% Dextran sodium sulfate (Molecular weight ~ 40 kDa, 42867, Sigma Aldrich) dissolved in distilled water for 6 days followed by drinking water for 1 day. Experimental group mice were treated with lenalidomide (50mg/kg), pomalidomide (50mg/kg) or control (final 0.1% DMSO) until day 7. IMiDs were dissolved in 0.5% carboxymethylcellulose and 0.25% tween 80 in distilled water. All mice were fed with a rodent standard diet and housed in a room with a 12 hours light/dark cycle. To assess the induction of colitis, clinical scores were determined based on previous studies of DSS-induced colitis [2, 3, 4] . Detail description is available in our previous study [3] .
Hematoxylin/Eosin Staining. On day 7 of DSS colitis induced IBD experiment, mice were euthanized with CO 2 and the colons were dissected, followed by a gentle washing with ice-cold PBS. Distal colons were fixed in 4% paraformaldehyde for 12 hours and embedded in paraffin. Colon sections of 5 µm thick were stained with hematoxylin/eosin and analyzed as described previously [2, 3, 4] . Myeloperoxidase Activity Assay. Myeloperoxidase (MPO), an enzyme mainly released by neutrophil, was examined in mice proximal colon as described previously [2] . Briefly, colon tissue from the proximal site was isolated and homogenized in 1 mL of 50 mM phosphate buffer (pH 6.0) 0.5% hexadecyltrimethylammonium bromide. Tissue was homogenized with a brief sonication for 10 seconds. Freeze-thawed and sonicated again for 10 seconds. The supernatant was separated by centrifugation at 13,000 rpm for 15 min at 4 o C and mixed with 0.0005% o-dianisidine dihydrochloride and 0.1% hydrogen peroxide. Changes in optical density were measured at 460 nm at room temperature. The results were normalized to the total protein amount of colon tissues and quantified as unit's /mg protein. The protein concentrations of each sample were evaluated by using the Bradford method using bovine serum albumin as the standard.
qRT-PCR. Total RNA was extracted using RNeasy Mini Kit (Qiagen). Total RNA was reverse transcribed into first-strand cDNA using a reverse transcription kit (Qiagen). qRT-PCR was performed using SYBR Green Master Mix (Roche).b-actin was used as an 
